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BIOLOGICAL PRODUCTS
REGULATED BY CBER
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CBER Organization

Center Director's Office
Director
Kathryn C. Zoon, PhD

Office of Biostatistics and Epidemiology
(OBE)
Susan S. Ellenberg, PhD

Office of Communication,
Training & Manufacturers Assistance
(OCTMA)

Mary T. Meyer

Office of Management
(OM)
Joseph A. Biviano

Office of Compliance and Biologics Quality
(OCBQ)
Steven A. Masiello

Office of Blood Research and Review
(OBRR)
Jay S. Epstein, MD

Office of Vaccines Research and Review
(OVRR)
Karen Midthun, MD

Office of Information Technology Management
(OITM)
Michael E. Curtis

Office of Cellular, Tissue and Gene Therapies
(OCTGT)
Philip Noguchi, MD (Acting)
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What’s Going

M onoclonal antibodies

Cytokines, growth factors, enzymes,
Interferons -- (including recombinant
versions)

Proteinsintended for therapeutic use
that are extracted from animals or
microor ganisms

Other therapeutic immunother apies
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What’s Staying

Monoclonal antibodies, cytokines,
growth factors, or other proteins
when used solely asan ex vivo
constituent in a manufacturing
process/ when used solely as a reagent
In the production of a product that is
under thejurisdiction of CBER

Viral-vectored geneinsertions(i.e,,
“genetherapy”)

Products composed of human or animal
cellsor from physical parts of those
cells
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What’s Staying
(continued)

Plasma expanders

Allergen patch tests

Allergenics

Antitoxins, antivenins, and venoms
In vitro diagnostics

Vaccines

Toxoids and toxins intended for
Immunization
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CBER PrioritiesFY 2003

« Ensurethe safety and efficacy of
biological productswhile facilitating
their development and meeting
Prescription Drug User Fee Act
(PDUFA) goals

« Ensurethe safety of, and public
confidence in, the nation’s blood

supply and tissues
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CBER PrioritiesFY 2003

» Improve automated system to support the
review and evaluation of biological
products, e.g. EDR, eCTD

« Implement New Office of Cellular, Tissue
and Gene Therapy Products

» Develop effective measuresfor Counter
Terrorism

« GMPsfor the 21% Century




CBER PrioritiesFY 2003

 Facilitate the development and
approval of significant vaccine, blood
and therapeutic productsthrough
review, policy formulation, regulation
development, guidance issuanceto
industry, wor kshops and meetings

« Implement OC management initiatives
» Foster Interagency Collaborations,
e.g. CBER/NCI CBER/NIAID al:
E




Office of Cellular, Tissue,
and Gene Therapies
(OCTGT)
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Why?

e Increasein regulatory activitiesin the ar eas
of cellular and tissue-based products, gene
therapies, and all forms of stem cell
transplantation.

e Consolidation of productsinto one office
— Products getting mor e complex
- New science advances

— Need for seamless and transpar ent
coordination and communication




Gene Therapy, Somatic Cell Therapy, Xenotransplantation

INDY/IDES
Recelved FY 1984 - FY 2002

120+ _
100-
80- f -
60- F F ||
40 -
20_ 1;
FY84|FY85(FY86|FY87|FY88|FY8|FY[FYIL FYO2IFYO3|FYH FYS|FY%|FYI7|FY98|FY99FYO0|FYO1|{FYO02
GT INDs 0 0 0] 0] 0] 1 2 8 19 19| 26| 41| 33| 4 | 37 | 55| 31 | 36 | 24
O SCT INDYIDEs| 1 4 3 5 16 7 14| 15| 31 | 57|36 | 73| 92| 75| 84 |108| 115| 81 | 86
Xeno INDs 1 0] 7 8 2 5 4 7 1 1 K]

\ote: A total of 7 INDswere for Xeno and GT, and are

ncluded in the counts for both.
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Gene Therapy, Somatic Cell Therapy, Xenotransplantation
IND/IDE Amendments
Received FY 1984 - FY 2002

1800+
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1400+
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800
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200+ l-‘ I I
0 =2

FY84 |FY85|FY86 |FY87 |FY88|FY89 FYQE FYol FY92_ FY93 [FY94 | FY95 |FY96 [FY97 [FY98|FY99 [FYOO |FYO1 FYOZ'
B GT Amend's 13 12 | 40 | 54 | 137 | 268 | 369 | 488 | 650 | 834 | 892 | 1670 (1378|1285
BSCT Amend's| 1 14 | 180 | 337 | 328 | 403 | 405 | 488 | 494 | 730 | 728 |1033 |1023|1036| 1105|1068 | 1315 | 1386|1453
O Xeno Amend's & 43 | 82 [ 103 | 139| 96 | 124 | 68 | 82

ote: A total of 317Amendments were for INDs that are both

eno and GT and are included in the counts for both..
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Mission
» Regulatory and review responsibilities:
— Tissues
- Cdllular and Tissue-based products
- Gene Therapies
- Xenotransplantation
- Unique assisted reproduction (ooplasm transfer)

- Combination Products containing living
cells/tissues

» Assurethe safety, identity, purity and potency
of nove products




Expertise

e Molecular and cell biology

e Viral and nonviral genetherapy vectors
e Nucleic acid chemistry

e Genomics

e Proteomics

e Tissue and Organ Regeneration

e Developmental and Reproductive Biology
e Stem Cedll Biology and Physiology

e Medical

m (O

e Phar macology/T oxicology




Office of Cédllular, Tissue, and Gene Ther apies
Dr. Philip Noguchi, (Acting) Office Director
Dr. Joyce Frey-Vasconcells, (Acting) Deputy Office Director

Regulatory Management Staff
(Acting) Chief, Ms. Andrea Wright

Division of Céllular & Gene Therapies

Dr. Raj Puri, (Acting) Director

Divison of Human Tissues

Dr. Ruth Solomon, (Acting) Division Director

Division of Clinical Evaluation & Phar macology/T oxicology

(Vacant)




The OTRR, CBER record

® Science-based regulation of biologic therapeuticsat OTRR
has played a central role in the development and
availability of safe and effective products of biotechnology
that arerevolutionizing medicine.

® OTRR scientists/physicians wor k independently of but
closely with regulated biotechnology.

- Extraordinary number of meetings
- Timely, science based guidance

® OTRR scientists/physicians have provided international
leader ship in the science-based regulation of
biotechnology products.

m (O
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The OTRR, CBER record
(continued)

® The number of new product approvalsisincreasing.

® Despite the complexity and novelty of biotechnology
products, review times and approval times compare
favor ably with those for other types of drugs.

@ Biological therapeutics are often availablefirst in the
U.S.

® There hasnever been need to recall an OTRR-approved
biotechnology drug due to safety concerns.

m (O
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CBER User Fee Review Performance

License Applications and Supplements
% of First Actions Within Goal*
By Cohort Fiscal Years 1997-2001

m PLAS/BLAS
Mfg. Supp.

m Efficacy Supp.
ELAs

FY97 FY 98**

* PDUFA Performance Goals: FY97- FY01=90% (Indicated by Red Lines)
** Beginning in FY 98 ELAs were no longer included in PDUFA goals

Data through 30 Sep 02; FY 01 is not yet complete.

(2530p)RIMS 10/02/02

FY 99

FY 0O
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CBER PDUFA |1 Procedural and Processing Goals Performance (as of
October 31, 2002)

Regulatory Meetings Management

Actions Within Goal

Actions Overdue

Meeting
Requests % Completed PDUFA
Fiscal Year Goal Received Completed | Pending| Total Completed| Pending| Total Within Goal* Goal
Response 387 283 0 283 104 0 104 73%
FY 1999 Held 364 321 321 43 43 88% 70%
Minutes 328 282 282 46 46 86%
Response 312 302 302 10 10 97%
FY 2000 Held 294 277 277 14 17 94% 80%
Minutes 251 229 0 229 19 3 22 91%
Response 281 275 0 275 6 0 6 98%
FY 2001 Held 246 218 21 239 6 1 7 97% 90%
Minutes 180 157 20 177 3 0 3 98%
Response 412 399 0 399 12 1 13 97%
FY 2002 Held 372 306 53 359 7 6 13 96% 90%
Minutes 288 245 27 272 5 11 16 94%

1 - of those that have reached the goal date



CBER PDUFA Il Procedural and Processing Goals Perfor mance— cont.
(asof October 31, 2002)

Special Protocol Assessment
Actions Within Goal Actions Overdue
Protocol Review % Completed PDUFA
Fiscal Year Requests Received Completed | Pending| Total Completed| Pending Total Within Goal® Goal
[_EYy 1000 | 0 | | || | | [[__60% |
[ Fy 2000 ] 0 | | 1 | | | [ 70% |
[ Fy 2001 | 1 | | 1 [ o | 1 1] 0 [ o | 0 [ | 100% || 80% |
| Fy 2002 | 4 | | | 0 | a 1] 0 | o | 0 [ 100% | 90% |
Major Dispute Resolution
Actions Within Goal Actions Overdue
Dispute Resolution % Completed PDUFA
Fiscal Year Requests Received Completed | Pending Total Completed| Pending Total Within Goal® Goal
[ Fy 1909 | 1 [ | 1 [ o | 1 || 0 [ o | 0 [ 100% || 70% |
[__Fy 2000 | 0 | | || | | [[_80% |
[ Fvy 2001 | 2 | | 2 [ o | 2 ] 0 [ o | 0 [ 100% || 90% |
[ Fy 2002 | 4 | | | o | || 0 | o | 0 || 100% || 90% |
Responses to Clinical Holds
Actions Within Goal Actions Overdue
Responses to Clinical % Completed PDUFA
Fiscal Year Holds Received Completed | Pending Total Completed| Pending Total Within Goal® Goal
[Evaio09s ] 22 ] | 18 [ o T 18 ]I 4 [ o 1 4 I [ 82% I 75% |
[ Fy 1999 | 77 | | 73 | o | 73 11 4 | o 1 4 [ 95% | 90% |
| Fy 2000 | 89 | | 87 | o | s7 || 2 [ o ] 2 [ 98% | 90% |
| Fy 2001 | 125 | 1 115 | o | 115 ]| 10 [ o | 10 [ 92% | | 90% |
[ Fy 2002 | 122 [ | 112 [ 7 | 110 || 3 [ o | 3 [ | 97% [ 90%

m/c|
-

1 - of those that have reached the goal date



Number of Cyclesto Approval

eFrom CY 1995-2001, OTRR approved
41% of theoriginal BL Assubmitted
within 1 cycle

©19% took 3 or morecycles

eNumbers are comparableto NMEs
approved during this same time period




\Number of Approvals Within 12 Months

e CY 1996-2000, 14 of 22 BL Assubmitted
to OTRR approved within 12 months
(64% )

el3 werepriority review; 10 within 12
months

o9 were standard review; 4 approved
within 12 months




OTRR Meeting Goal Performance
Under PDUFA ||

® Response to M eeting Reqguests:. 99%
within goal

e MeetingsHeld: 99% within goal
e® Meeting Minutes. 99% within goal

e Non-PDUFA Products. 97/%, 97/% and
94%, respectively

Source: FY 2001 Report to Congress
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CBER

INDS/IDES
Received FY 1987 - FY 2002

AV

FY87

FY88

FY89

||||E

FY90

FYol

FY92

FY93

FY94

FY95

FY96

FY97

FY98

FY99

FYO00

FYO1

FY02

Total INDS/I DEs Received

231

250

217

335

459

505

449

428

452

467

442

587

674

611

528

138

Biotech INDYIDEs

159

131

196

304

331

288

257

273

275

295

327

427

326

S: 10/03/02
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CBER IND/IDE/MF Amendments
Received FY92-FY 02
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FY 99
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S

382

365

611

713

780

812

678

698

779

697

837

m I DEs

54

130

210

375

457

397

386

516

480

355

I NDs

6914

7628

8453

8827

8966

9479

10988

11371

13620

14628

15299

33irRIM S:10/3/02
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CBER Biologics License Applications
and Supplements Received

FY 2000 FY 2001 FY 2002

25 18 18

BLSs 1775 1652 1786

Numbers exclude Mergers/Corporate Entity Changes

(2030r)RIM S 10/18/02
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PERFORMANCE GOALS
PDUFA |l vs. PDUFA Il

eOriginal NDA/BLA Submissions: No Change
eOriginal NDA/BLA Resubmissions: No Change
eOriginal Efficacy Supplements: No Change

eResubmitted Efficacy Supplements: M odified
eOriginal Manufacturing Supplements: No Change

eNew Molecular Entity (NME): No Change
eClinical Holds: No Change
eMajor Dispute Resolution: No Change
eSpecial Protocol Question : No Change

M eeting M anagement: Technical Change
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PDUFA |l - NEW PROGRAMS

e Continuous Marketing Application (CMA)

e | ndependent Consultantsfor Biotechnology
Clinical trial Protocols

e Pre and Peri-NDA/BLA Risk Management Plan
Activities

e First Cycle Review Performance Proposal

e | mproving FDA Performance M anagement

e Electronic Applications and Submissions

m (O




Electronic Submissions Goals

eAssist thereviewer community in meeting
PDUFA review goals

eProvidereviewerswith intuitive, standard
presentations and toolsto review electronic
submissions effectively

eProvidethe ability to manage all CBER
submission types, starting with INDs, BLAS,
and Promotional L abeling (current) with
futurefunctionality for 510(k)sand PM As

ClE
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Electronic Submissions Goals

e Establisn electronic submissions standards
and guidance for Industry

eEnable CBER to meet PDUFA and
FDAM A electronic submissions mandates
and timelines

e Decrease administrative processing time
and costs of the submission process

e Enhance processes through electronic
routing and secur e transmission of

Infor mation
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Submission & Review Tools

eElectronic Document Room (EDR)
. Providesthe core system for CBER e-subs
eElectronic Secure M essaging (ESM)

—Provides a secur e communications channed
between CBER and Industry

eElectronic Signature
-Digital signatures compliant with 21 CFR Part 11
eE-Routing

~Provides fully eectronic wor kflow for routing

m (O




Status

e CBER isthefirst Center to accept fully electronic
regulatory documents with digital signatures and
automated submission and processing via ESM

e TheEDR, ESM, and e-Routing are a complete, robust
set of review tools to meet reviewer needs, developed in
conjunction with the reviewer community

® CBER’s electronic submission infrastructure and
applications may form the core of an overall FDA
electr onic submission toolset

e The CBER Electronic Submissions program isrobust
and has made great strides since itsinception in 1996
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A SPHEADING SGARE THE MEDICAL FAGTS

‘\

"COUNTER- BIOTERRORISI\/I




Countering Bioterrorism
CBER

e Facilitate the availability of necessary
medical products

e Scientific infrastructureto ensure
availability of approved medical products

eEnsure availability of specialized
equipment and facilitiesfor containment

e Establish and disseminate the necessary
guidance/standards




Key Actions
CBER

e Expedite development and licensure of new
vaccines for anthrax, smallpox, and associated
VIG

e Develop new approachesto approve medical
productsfor countering bioterrorism

e Continue activitiesrelated to stockpile and
product shortages

e Participate in numerous collabor ative activities
with other gover nment agencies
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Shepherding Safe
and Effective Products
Regulatory Resear ch

FDA
Bench Bedside Marketplac
F Trandational  ex Phar maceutical
5@} Resear ch ,:\ §,) Resear ch
NIH 7 Industr
\‘(/ Academia y ‘~
BASIC Industry APPLIED SAFETY & QUALIT
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CBER Research Priorities
FY 2003

Biotechnology
e Genomics/Proteomics

e Stem Cell Products/Tissue
Engineering

e Transgenic Plantsand Animals
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